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hoy^afy (£AT, TPO) #*n-:=^£;h,* g^5B*Blia©*Mb • £ 
W*JW*LTJk/h«S^Sr(B5ii-5it^*#*iiyt (Kaushansky K. et. al., 
Nature, 369, 568-571, 1994) . TPO fcH"^fclfa/M£iSI#7$l t LX&JfcWNk&frfrti 
T*5!K t ht©tlttiS*lfeWWS*loofc«. L*>U TPO (D-mx 
h 5 PEG-rHuMGDF (TPO © N fe 163 # @ ©7 ^ J W# 

(Vadhan-Raj S, Semin Hematol, 37 (suppl. 4), 28-34, 2000) TPO (D^MMB 

i>m&£ftX^Z 0 TPO f*g&ltT?ifc5fc«>^ IWt^^tl 

(0^Bi|#|^miS^^#gB¥ 11-152276 ^), t°n u ? z&V* V 9 J*W* 
{KHfifflW 10-212289-^-) ,^PP7W 5 KUU»#(ra4#M 2000-44562 -§•), 
T^/vt K9>^>^H»# (BBBR&PI W099/11262K i^yfl^ (R 

WO2000/35446) ,tfnn %;W^/~- /UffiVft: (1*1 WO98/09967) ^ bftTV^S. 

WO01/07423 -^{ClB^£;ft/0^ 0 
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R&H WO01/53267 -^<llEf£$*VO^ 0 

X 1 — Y-Z-W 1 (B) 

kLXR*m¥ff?M 3199451 ^-{e:, ^/«|75/-4.7!I-A^7/- 
/vr/V* ^»«SttU5ffi»tt«r^Tl-*fl5^* i It Chemical and 
Pharmaceutical Bulletin 25 £ 9 -^2292-2299 ^P^frVTV^. 
v^•fi^ 1 bJfiL/^M#S^4(-ov^Tf^<«^^btb•Cv^^v^ 0 
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•cassis 5 y^ry-^w^xwL^^ftai^ft&^^stLS* 



Ar: ISi&TA'^/K -CO-fS&T/V^K WM7/l' d r^> -OH, -0-<S» 
7,V^/K -OCO-femTJl'*/l<RT}^*?yfrb%:%m£ v )m j 8l£tl?) 1 

R 2 : -H, -OH, -COOH, -COO-«T/l^^/K 1 oXtt 2 oOig07/V^f^T? 
-X- : -CH 2 -, -0-, -S-Xfi-N(R 3 )- 0 
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R 3 : fflfeS-h/rvvCfc £VM£$fcT/V:3f/K v^n7^;K B&£frbTV>-t 

n: 175S3(D»o] 
» * t < tt^ X tfS-N(R 3 )-T*fc ^ n^2XU3 -Cfc5±lE-« ( I ) t? 

^^n^-fb^Xf^^m^t-fF^^tbS^-efet), * bluff* U<»4, X 

^— N(R 3 )— 0 , n tf* 2 X» 3 Tffc 5 , Ar tfS-OH, -0-«T/V^/^t7-OCO- 
-W/^-JM h^Wy = ^f^7 5 h\ 

3-^ p n-N-[5-(4-S^ xi^*i//V}Z^7^sA-4>vy4-(A-7;V$ru 7i^V)f 

/U-2-^/V]-4-t Kp**^^7 5 K, 
3,5-v^ b^v'-N-(5-fcV<y Vy-i-JA^r*/— A>Y< 

4.{[5.(4->>^ p^^-v-/vt°^7 i?y-H/VH-7x= /i/f7/-;v-M /i/]*^ 
*38Wfcitt« % ±B-«5ft (I) -C^^tb^-fb^ ;X#-N(R 3 )- 

-efc t>, n a* 2 £l< r± 3 x»fcs±iB-« ( i ) t^SftSfl^ ; x» x 
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flS-NCR 3 )-"?*) 9,n* s 2afU<Wt3-C*)9,Ar #-OEL -O^T/V'^A'Xtf 

ntwcfc ±v>7*^/^u< tttry ^-efesiiB— jtt* (i) t?^$tt5 
y^^K t°ny;K -r^^/y^K ^-/w 77^, f-r^y/K 
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ftjfcf*0!l*.rfS^ n/n tVK S^P^fvK ^^P^^^/K Ww^t?- 

rauRrsyj fctt, Ms W^/^-e^J:v>3 7iMiom^» 

ant *fb**it a wbtoMt &nt y yi«oiNit^, m 

SEIt =/^it ^wyBt 
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*%wfc&ma*, ±ftft\zte^xixmzftxmm-f® : & (i) fc^-rs^ 

*mW<D7n K^^^^-r^Si LXn, Prog. Med. 5:2157-2161(1985)^13 

-ox o tettiz&t Lxizmz-ifym^*^*^'^ t % j &m*m? 

ZZttfXZ, Ztl(b<Dtfm&t LXim^^V-y (Greene) RWvV 
(Wuts) S\ TProtective Groins in Organic Synthesis (third edition)J fClBifeO{£!l! 
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r- S v Hal \^S 
(la) (lb) 




( I ) (le) (Id) 



(5£pK RK R2, At, X, n riffliB©*!*^ Hal fi^o^Sr*-*-. WTRflL) 

flS-g^ (le) ©MJ&«^#£ Ittt, ^^/^^x/K a^Acc*?^ tert- 
7-f F ; iTi? K ; N-t K^^v"*^/ h y T^-zK p-=Fn7x/-/^ 
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077^ (THF), i?**y-yl$<D^—TfrM ) (EtOAc) f 

x/Mig ; Tir h~ b D/K N^^fA^M7§ K (DMF) J $&*f-A'XA' 

k (dmso) ^©^(c^tt^^^t 1 , ?&*ptn #*p;5M£fiT*> 

fc*3, EJ&fcBSUT, (le) SriBPIfcl/B^fc. «3 , N-^ 3VV^;V* y y % 

h y * f-A^T ^ b y ^5vVT 5 y,N,N-^^ 3vVT- y ^> t° y ^4-(N,N- 

^W^)eyi?y, yy, /w^^<D&g©#£Tfc£J&&-£3 
t°y p- Ww^^a-*^^ N.N-^^/KT^y >^M^M<D^mMt 

mz. r± b = h y /k dmf <»o»jK«t» % tr y ^> n,n-^ ^;vr = y ^ 

So 

r©S^{-ffiv^btb5Ili«^ (id) tt\ ±fBK*&5*;"C*$;h,5J:5K:» 
* (la) •e*$Wf7^i»5f^n^t5iiiaH^ 
4fe (lb) fc«&fi&U »^i«7^ (lc) S:flUfl£tfS::fcK:J:B«SrcS 

(lb) ttli^llH*5-^*<^c©£Z^Sfcffiv^5i^:'^>"c#s. 
^^ems^^jiMv^bti-s^ny^b^jr-fc^v^-fnT^ i< , tt* % 

|||^n^y|^ ^f^BSh', 7i=;WM)^f;V7y ; t 
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>"fc**Bk JWfc* (n), ttfltfl (n) ^©Apyyfti (n) *£©&Jif*ig 

^bft-fc*** ; ^-TVHS ; (MeOHh ^9S-A> (EtOHh 2- 

-f xxXJ— fit (iPrOHK vy/P 3-;i^©7A'3-/V« ; *f S^ll3* 
#£ ; fttt ; ^r/vit ; ^©TO^^^tt^^W^^^^v^T^b^ (la) 

< ft*m<b^ h y r^ATK^^O^Stt^^^VN-C^b^ (la) fctfUBS 
to (la) */>a^yjtKft**8, i-x/v^s 7;vn-;vS, ^JfeKftzk 

i©<fc 5 UT#btb^b^ da) fcifcfU dmf, N-^W-ifo y K>\ 
DMSO p hytt«H4»jffiE ; ^p^{bJMb**BI ; r/m ; 

^7^ (lc) fb^fe Od) tfi&J&ZMo Z<Dk 



WO 02/062775 
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fc° y 4-(N,N-^ ^/VT 5 y 3»\ tr=» y 
(£2»&) 



#g!&t*, ^HKfefc^Ufc^jfeTf^/aStlS-fb^* (lb) £5£ (le) 
#jSjfc:«i:»>7 5 KfcU ^ (2a) ^$*t5«»Sn"CV^Tt)J:V> 5-/M3-2-7 

^fr/-/v^^L 4 ^>tftr^ (ic) ^i^t 




Ar-C0 2 H 




A )„ 




(I) 
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Mi^«*(^<rw5tt5, tit, ^r^fi/tMtt, til 

60 

t h CD34 + »£ MegaCult™-C (StemCell Technologies th) SrfljVvT 2 well 
chamber * 9 f KteTtt*4&K#£TT? 10-14 0 WK 37 °C-C*^«Lfc 0 ^#<£ 
RStCftot, JIB*, BJ&Ufc^ ^glycoprotein IIb/nia^tCT^feb7to 

=-»^W»fcT8lflfeUfco W*tt 3 IslfTV\ t©W«*gtt«3B=-ft 
i LTWflfiLfCo 
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mi) 



(^^2) ms. (mm) 


0.3 


1.0 


3.0 




5.2 


19.0 


34.8 
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&n&jf<Ditib(Dmfmf&to&, mMmm®£frz%MMs mm* mm 

w*.tf»*i*, eioh ^(Dm^mn^m^mmmmmmnu mm 
n<D£otmmi vtim. m&M, mnz^^x^xh^\ 
iEmn&-$<Ditib<DmtMk\'Xtt, mm<D&&x\*#&&<Dmmk mm 

Sff&K fMWRU mrf7^^©±5m^ ea;itf*>*5 

»tt£ntS#G>#a\ 1 ftfifcfeDJKJ 0.0001 ~50mg/kg, 

L< \tm 0.001-10 ag/kg***^ $ tbfcft* U< tt 0.01-1 mgfcgflSjfiyST? 

1 B ©a-^*t4{*cSifefc 0.0001-1 mg/kg, L< 0.0001-0.1 
mg/kg 1 0 1 |SI^S««[|lU:^»fC«*i-5. &tt\*fflts 
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3-7j\y$-vT-Z V 3.0 ml % THF 80 ml fiW&LK^ 7x=;Vb^f/l/ 

tv^^a b y^o 5 K 9.19 g &jn*.§i&-e 1 «#Lfe. *«*&*ifl 

U ««&^®*bT#bix^^iS©iPrOH50ml©i§«t % ^«lff3.72g 
^ADK. 80 "C-C-2 ^W«#Lfc 0 £J&«Wifem, «ftftBI**^ h » V & 

^^!?A«UgI4®*t5it J: 9 3.93 g <D 2-7$/-4-(3-7;t/tc 

FAB-MS(M+H) + ;195. 

IMlfft]2 

2-T 5 / -4-7 ain/l/f-T 1 g> * n P 5fc/WA 20 ml OSSSK t Jl* 0.29 ml, 

* p n 2 ml 0**fc»T U iH&fcT 30#W«# Lfc.EJft»c&®*8U 
^/P* y ^ 10 ml fcflPx. 120t{£T 75 ^MUM* Ufc. Kffiift«ri*EB*L? n 

625 mg ©2-75; -5-^/Vtf; y I^-4->f ^ =/V^T ✓ — ^3r#fc 0 

BAT* ±lB##^j2<D^fefcl^«|{J:UT^2~^5^-r#%^l3~5 4 =£r. 

Rex : ###J#-^ 

R : — JR&^OII&S (Me : * fvK El : nPr : 7 /W/V^n fcVK Ph : 

Data : (NMR : 'H-NMR 5 (ppm), MS : FAB-MS(M+H) + ) 
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(*2) 



Rex 


R 


Data 


2 




NMR(CDCI 3 );2.82-2.89(4H,m),3.79-3.85(4H,m) I 4.79(2H, 
s),7.22-7.29(1H,m),7.34-7.41(2H,m) l 8.05-8.11(2H.m). 


w 


Dm 


NMR(CDCI 3 );1.89-1.95(4H l m),2.97-3.04(4H,m),4.69(2H I 


4 


Me 2 N 


NMR(CDCI 3 ); 1 .79-1 .94(1 H,m),2.52-2. 1 5(1 H,m),2.24(6H, 
s),2.81-2.90(1H,m),2.91-2.99(1H,m) l 3.04-3.21(3H,m) > 4.7 
6(2H,s),7.22(1H ) tt > J=1.3Hz,7.1Hz),7.31-7.38(2H,m) l 7.93- 


5 




NMR(CDCI 3 );1.47-1.53(2H,m) l 1.66-1.74(4H l m),2.79(4H, 
t, J=5.3Hz),4.74(2H,s),7.23(1 H.tt, J=1 .3Hz,7.3Hz),732-7. 
39(2H,m),8.09-8.14(2H l m). 


6 




NMR(CDCI 3 );2.35(3H,s) ( 2.56(4H,t,J=4.7Hz) 

2.90(4H,t,J=4.7Hz),4.82(2H,s),7.24(1H,tt,J=1.3Hz,7.3H 

z),7.33-7.40(2H,m),8.07-8.12(2H I m). 


7 


j 0>k 


NMR(DMSO-d 9 );1.49-1.63(2H,m),1.76-1.87(2H l m),2.57- 
2.59(2H,m),2.84-2.92(2H,m),3.54-3.65(1 H,m),4.69(1 H,d, 
=4.0Hz),6.75(2H,s),7.16-7.23(1H l m),7.30-7.37(2H.m),8.0 
3-8.09(2H,m). 


8 


HO -Ok 


NMR(DMSO-d 8 );1 .1 0-1 .26(1 H.m),1 .52-1 .65(1 H,m),1 .68- 
1 .79(1 H,m), 1 .80-1 .92(1 H,m),2.21 -2.29(1 H,m),2.32-2.43 
(1H,m),2.79-2.89(1H,m),2.94-3.02(1H,m),3.59-3.70(1H, 
m),4.80(1H I d,J=4.4Hz),6.77(2H,s),7. 16-7.24(1 H,m),7.29- 
7.37(2H,m),8.03-8.08(2H,m). 



WO 02/062775 



PCT/JP02/00755 



18 



(*2|fc#) 




Rex 


o 
K 


Rata 


9 


Ok 


NMR(CDCI 3 );1.28(3H,t,J=7.0Hz),1.83-2.22(4H,m),2.31- 
2.42(1H,m),2.56(2H,dt,J=3.1Hz,11.9Hz),3.15(2H,dt,J=3. 
1Hz,11.9Hz),4.16(2H,q,J=7.0Hz),4.76(2H l s) l 7.24(1H I tt,J 
=2.0Hz.7.3Hz),7.33-7.40(2H.m),8.05-8.10(2H,m). 


10 


Et0 2 C^ N ^ 


MS;332. 


11 


Pi 


NMR(CDCI 3 ); 1 .75-1 .91 (4H,m),2.51 -2.60(1 H,m),2.84-2.9 
2(3H,m),2.97-3.04(1H l m),4.98(2H l s),5.34(1H,brs) l 6.14(1 
H,brs),726(1 H,tt,J=1 .3Hz,6.4Hz),7.33-7.40(2H,m),7.82- 
7.88(2H,m). 


12 


Et 2 NOC^ N ^ 


NMR(CDCI 3 );1.06(3H l t,J=7.0Hz),1.14(3H,t > J=7.0Hz),1.6 
4-1 .88(5H,m),2.48-2.58(1 H,m),2.79-2.90(1 H,m),3.04-3.3 
8(6H,m),4.95(2H,s) > 719-7.27(1H,m) l 7.32-7.40(2H,m) l 8. 
04-8.11 (2H,m). 


13 




MS;289. 


14 


nPN ^ 
k^ 


NMR(CDCI 3 );0.92(3H,t,J=7.3Hz),1.46-1.59(2H,m),2.30- 

(2H,s),7.24(1H l tt,J=2.0Hz,6.1Hz),7.33-7.39(2H,m),8.07- 
8.12(2H.m). 


15 


k^ 


NMR(CDCI 3 );1. 66-1 .77(2H,m),1. 82-1 .94(2H,m),2.00-2.11 
(2H,m),2.42-2.52(4H l m),2.74-2.86(1H,m) l 2.91(4H,t,J=5. 
0Hz),4.77(2H,s),7.20-7.27(1H.m),7.32-7.40(2H,m),8.06- 
8.12(2H,m). 


16 


k^ 


MS;343. 


17 


k^k 


NMR(DMSO-d 6 );2.86-2.94(4H,m),3.26-3.31(4H,m),6.80- 
6.85(2H,m) l 6.95-7.01(2H,m) l 7.18-7.27(2H,m),7.31-7.39 
(2H,m),8.07-8.14(2H,m). 
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(*2«t) 



j[Vnh 2 



Rex 




Data 


18 


(TO. 


NMR(CDCI 3 );2.59(4H,t,J=4.7Hz), 

2.89(4H,t I J=4.7Hz),3.56(2H,s), 

4.77(2H,s),7.20-7.39(8H,m),8.02-8.13(2H,m). 


19 


k^N x 


NMR(CDCI 3 );2.61-2.67(6H,m),2.88-2.96(4H,m),3.36(3H, 
s),3.53(2H,t,J=5.5Hz),4.80(2H,s),7.24(1H,tt,J=2.0Hz,7.4 
Hz),7.32-7.40(2H l m) l 8.06-8.12(2H,m). 


20 




NMR(CDCI 3 );2.70-2.76(4H 1 m),2.87(2H,t,J=5.7Hz),2.90- 
2.95(4H,m),4.13(2H,t l J=5.7Hz) ( 4.81(2H,s) > 6.89-6.98(3H, 
m),7.21-7.40(5H,m),8.07-8.13(2H I m). 


21 




NMR(CDCI 3 );1.68-1.87(9H,m) l 2.49-2.65(6H l m) > 3.12-3.2 
1(2H > m),4.81(2H,s) I 7.22(1H,tt I J=1.3Hz,8.9Hz) l 7.29-7.36 
(2H,m),8.08-8.14(2H,m). 


22 




MS;343. 


23 




NMR(CDCI 3 );1.62-1.74(8H,m) l 3.07(4H,t,J=5.5Hz),4.97(2 
H,s),7.19-7.24(1H,m) l 7.31-7.39(2H,m) I 7.97-8.04(2H,m). 


24 




NMR(CDCI 3 );1.85-1.94(2H,m),2.39(3H,s),2.62-2.71(4H, 
m),3.15-3.22(4H l m) I 4.79(2H,s),7.24(1H,tt,J=2.0Hz,7.3H 
z) 1 7.32-7.39(2H,m),7.92-8.03(2H,m). 
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20 



Rex 


R 


Data 


25 




MS;355. 


26 


™ W 1 


MS;356. 


27 


Ok 


MS;356. 


28 




MS356 


29 




MS;278. 


30 




MS;321. 


31 




MS;335. 


32 


OCV 


MS;347. 


33 




MS;375. 
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(*4) 




Rex 


R 


Data 


34 




NMR(DMSO-d e ),1 .45-1 .54(2H,m),1 .62-1 J4(4H,m),2.72 
(4H,t l J=5.1Hz),6.90(2H l s),7.97(2H,dd,J=1.5Hz,4.6Hz),8. 
53(2H,dd,J=1.5Hz,4.6Hz). 


35 




NMR(DMSO-d 6 );1. 44-1. 54(2H,m),1. 59-1 .68(4H,m),2.71 
(4H,t, J=5.3Hz),6.88(2H,s),7.38(1 H.dd, J=4.8Hz,8. 1 Hz),8. 
35(1H,dt,J=1.8Hz,8.1Hz),8.39(1H,dd,J=1.8Hz,2.7Hz),9.1 
9(1H.d.J=2.7Hz). 


36 




NMR(CDCI 3 );1.49-1.58(2H,m),1.66-1.76(4H,m),2.82(4H l 
t,J=5.3Hz),4.83(2H,s),7.63-7.74(2H,m),8.27-8.32(1H,m), 
8.66-8.71 (1H,m). 


(*5) 

s 

T ->-NH 2 
R N 


Rex 


R 


Data 


37 




NMR(DMSO-d 6 );1.11-1.26(5H,m),1.52-1.61(1H,m) l 1.69- 
1.82(4H,m),2.20-2.31(1H,m),2.27-2.60(4H,m),2.66-2.74 
(4H,m),6.71 (2H,d, J=8.6Hz),7.87(2H,d, J=8.6Hz),9.36(1 H, 
s). 


38 


OH 


NMR(DMSO-d 6 );1.11-1.26(5H,m),1.52-1.62(1H,m),1.69- 
1.83(4H,m).2.20-2.31(1H,m),2.60-2.66(4H,m),2.69-2.76 
(4H,m),6.58-6.63(1H,m),7.11(1H,t l J=7.7Hz) l 7.50-7.57(2 
H,m),9.20(1H,s). 


39 




NMR(DMSO-d 6 );1. 05-1. 27(5H,m),1. 52-1 .62(1 H,m),1. 68- 
1 .82(4H,m),2.20-2.31 (1 H,m),2.58-2.66(4H,m),2.68-2.76 
(4H,m) l 6.81(2H,s),7.17(2H,t I J=9.0Hz),8.06-8.14(2H,m). 


40 


9" 

F 


MS;361. 
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R N 



Rex 


R 


Data 


41 




MS;361. 






MS;357. 


43 




MS;377. 


44 




FAB-MS(M)*;372. | 


45 


Et0 2 C^^ 


MS;415. 


46 


Me 


MS;357. 


47 


V 

CI 


MS;377. | 


48 


Br 


MS;421,423. 


49 


pr 

OMe 


MS;373. 


50 




MS;379. 


51 


F 


MS;379. 
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23 



VN s 

T ">"NH 2 



Rex 




Data 


52 




MS;379. 


53 


CI 


MS;411. 


54 


CI 


MS;395. 



3,5- b 570 mg, THF 10 ml 7K^T^M*^ DMF 

# bnfc»Sfc#%W 2 <D{\&m 620 m g> f U ^ 10 ml Wjgtfc&fc 

yA^P-r b^7 7-f-fcf+U ^f-^-EtOAc (3:1) -e^tHtfCo 
«fcH*B&&fcEEff*gK #btlfcaiS*EtOAcl0ml^fi?U 4M *K»-EtOAc 

T-fe h ~ h y /V <fc 9 ftlfrA U 641 mg © 3,5- h * i/-N-(5-^/V* JJ ^-4-f /V 

l H-NMR(DMSO-d6) : 5 2.87-2.95 (4H,m), 3.75-3.78 (4H>m), 3.83 (6H,s), 6.74 
(lH,t,J=1.9Hz), 7.28-7.32 (3H,m), 7.44 (2H,t,J=7.8Hz), 8.13-8.18 (2H^n), 12.50 
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(lH,brs). 
FAB-MS(M+H) + : 425. 
MA (X) : 169-172. 

•mm 2 

##W3 9 0ft^») 1.60 g,THF 30 ml 2-7< h^WV==f^680 

mg, WSC-HC11.02g^D^., i?lia4 0M#bfc o K«K£&fP^m7.k^f 
^-hU ^ATk^^D^Lfc^. ^PnzjvKMCTttttiU ^S^fPA^Jc 

7^n-7|<^77^ (^H^ : ^=arf-y-EtOAc=5 : 1~2 : 1) ^"CftSS> 
:ot>©^ EtOAc 20 ml-EtOH 25 ml ©*S-g*«fiRfc:Jg*F U 4M Jfi^-EtOAc ^ 
» 2.22 ml ADx. Lff < *f fcH« »«U 822 mg © N-[5-(4-^* o 

-^dri//H:°^y v ? y-W;l^)-4-(4-7/VtP 7i=/V)f Ty-^-'f /V]-2-7< h 

'H-NMR(DMSO-d6) : 5 1.09-1.18 (lH,m), 1.21-1.36 (2H.ni), 1.41-1.54 (2H J m), 
1.58-1.69 (lH,m), 1.80-1.89 (2H,m), 2.14-2.25 (2H,m), 3.16-3.40 (7H,m), 3.48-3.57 
(2H,m), 3.93 (3H,s), 7.28 (2H,t,J=9.3Hz), 7.45 (lH,s), 7.56 (lH,dd,J=1.4Hz,5.4Hz), 
8.12-8.19 (2H,m), 8.37 (lH,d,J=5.4Hz), 11.15 (lH,brs), 12.86 (lH,brs). 

FAB-MS(M+H) + : 496. 

MM, CO : 263-266. 

mmms 

3 9 (DiY&W 360 mg, DMF 10 ml 3-t o n-4-fc Kn dp-i^AS 

^345 mg, WSOHC1 383 mg, 1-t Kn^V^/ h V T mg, 4-Cv 5 
^^VT5y)t°y ^244mg**D^ 90 1C* L 4 0|HH*#L 

fc 0 acSJK*r®*U *&Jn*fc8L EtOAc fcfttttlU flttJIfr, 7k, fi&ft 

*4fejcfc-ca5iMft, w-*-by ^A-cft»ufc. aiitsr^y* 
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W7A^p^ b^77^ ($$1$ : ^f-y-EtOAc=5 : 1~1 : 1) \Z.X 
*ft& rOfcO&EtOAclSmlfciSfllU 0.1 M^-EtOAcM* 1.6 ml 2)11*. 
Uib<«#Lfc&, *ffflft«r«8U 57 mg © 3-^ p d-N-[5-(4-^/^ n^^^W 
y 'J y-\-4 /i^)-4-(4- 7 ^Jr vy*- ^/V)? 7 V — /V-2->f /V]-4- 1 K n * 

yxr ^ k 

•H-NMRpMSO-dg) : 5 1.09-1.50 (5H,m), 1.59-1.69 (lH,m), 1.81-1.91 (2H,m), 
2.09-2.19 (2H,m), 3.08-3.44 (7H,m), 3.52-3.60 (2H,m), 7.09 (lH,d,J=8.3Hz), 7.27 
(2H,t,J=8.8Hz), 7.94 (lH,dd,J=8.3Hz,1.9Hz), 8.11-8.21 (3H,m), 9.85 (lH,brs), 11.16 
(lH,s), 12.45 (lH,s). 

FAB-MS(M+H) + : 515. 

Ktft OC) : 270-272(decomposed). 

mnm 7 <D\t&m 330 mg> EtoH 5 mi, thf 5 mi (D&m^s ?mr m im. 

iti- h V V&TkmWl 0.80 ml &MZ.tc 0 Sjll^jlS 8 0 P^»#Lfc 0 EOMc 

SSfc^U ^^/Kfc^ P-r h^77>f- fcttU ^ n P/jN/V^-MeOH (9 
9:1) T?»ttlL/£ 8 *®fcffl»*r«ffiT*ffiU #kftfc|&» EtOH 
MU 52 mg © l-{2-[(3,5-i^ h W)7 5 ;]4-7i=/Vf7 *A- 

'H-NMRCDMSO-de) : 5 1.69-1.82 (2H,m), 1.90-1.99 (2H,m), 2.37-2.46 (lH,m), 
2.67-2.76 (2H,m), 3.09-3.17 (2H,m), 3.83 (6H,s), 6.73 (lH,t,J=2.0Hz), 7.25-7.31 
(3H,m), 7.44 (2H,t,J=7.3Hz), 7.13 (2H,d,J=7.3Hz), 12.40 (lH,brs). 

FAB-MS(M+H) + : 468. 
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mmms 

3 8 <Dik&Vo 300 mg> MeOH 10 ml ©88ft fc* *?&T 1M tiWtttrf- h 
y * 0.71 ml ^D^fCo Tk&T 1 H#P^# tfc#, 1M m&fc®® 0.71 

^77^|C#U ^f-V-EtOAc (1:1) tfc 0 ^<D^m§&£MJ£ 

TMU #bHfcaaE*EtOAc 10 mlfcft^U -*U-4M i£gg-EtOAc £ 

0.41 miAn*.,a»fc-c 3 mmmw ut 0 #f a lius* « u 144 mg ©n-[5-(4- 

^yX7^ K 2&^J££#fc 0 

^-NMRCDMSO-de) : 8 0.61-1.18 (lH,m), 1.21-1.33 (2H,m), 1.40-1.53 (2H,m), 
1.59-1.67 (lH,m), 1.81-1.89 (2H,m), 2.15-2.23 (2H,m), 3.17-3.38 (7H,m), 3.49-3.57 
(2H,m), 6.89 (2H,d,J=8.8Hz), 7.31 (lH,t,J=7.8Hz), 7.45 (2H,t,J=7.8Hz), 8.01 
(2H,d,J=8.8Hz), 8.12 (2H,d,J=7.8Hz), 11.03 (lH,brs), 12.28 (lH,brs). 

FAB-MS(M+H) + : 463. 

^r> ±.mmnm 1 <D%m t mmz. vxm 6 ~& 8 ^-r^mm i ~ 3 6 © 

3 7-3 9 <D\Y&m*s ±1B**6M 4 ©#fe£ Pit UTSc 6 K^^lfefll 6 
Ex : 

R, Ar : -J«*©g&g (Ac : T±*?M 
salt : jft mWM, : 7 y ; HC1 : &g*$) 
mp : Rk£ CC) 
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(*6) 



Ry.S H OMe 
OMe 



Ex 


R 
(Salt) 


Data 


6 


H0 2 C A ^ N ^ 


NMR(DMSO-de); 1 .54-1 .59(1 H,m),1 .61-1 .73(1 H,m),1 .7 

4-1.85(1H,m),1.87-2.00(1H I m),2.61-2.72(2H,m),2.84(1 

H,t l J=9.8Hz) l 2.94-3.04(1H,m),3.19-3.26(1H l m) l 3.84(6 

H l s),6.74(1H,s),7.25-7.32(3H,m),7.43(2H,t I J=7.3Hz),8. 

12(2H,d, J=7.3Hz), 1 2.43(1 H.brs). 

MS;468. 


7 


Et0 2 C^^ 


NMR(DMSO-d 6 );1.06(3H,t,J=7.3Hz),1.70-1.83(2H,m),1 

.89-2.01(2H,m),2.74(2H,t,J=9.3Hz),3.10-3.18(2H,m),3. 

28-3.31 (1H,m),3.83(6H,s) l 4.12(2H l q,J=7.3Hz) l 6.73(1H 

,s),7.25-7.31(3H,m),7.44(2H I t,J=7.4Hz),8.12(2H ) d > J=7. 

4Hz),1 2.46(1 H,s). 

MS;496. 


8 




NMR(DMSO-d 6 );1.14(3H I t,J=6.8Hz),1.56-1.72(2H I m),1 

.75-1 .84(1 H,m), 1 .85-1 .96(1 H,m),2.67-2.82(2H,m),2.88- 

3.01(2H,m),3.17-3.24(1H,m),3.84(6H,s) > 4.15(2H,q,J=6. 

8Hz),6.74(1H,s),7.26-7.32(3H,m),7.41(2H,t,J=7.9Hz),8. 

10(2H,d,J=7.9Hz),1 2.48(1 H,s). 

MS;496. 


9 


Ok 
(HCI) 


NMR(DMSO-d 6 );1.82-1.89(4H,m),2.73-3.40(4H l m),3.8 
3(6H,s),6.70-6.78(1H,m),7.23-7.50(5H,m),7.73-8.01(2 
H,m),1 2.29(1 H.brs). 
MS;410. 


10 


Me 2 N 

Ok 

(HCI) 


NMR(DMSO-d 8 );2.24-2.38(2H,m),2.72(3H,d,J=4.4Hz), 

2.77(3H,d,J=4.4Hz) l 3.04-3.14(1H,m),3.21-3.36(2H I m)3 

.46-3.53(1 H,m),3.84(6H,s) I 3.96-4.05(1H,m),6.74(1H,s) l 

7.27-7.34(3H 1 m),7.44(2H,t,J=7.4Hz) 1 7.95(2H,d,J=7.4H 

z),12.51(1H,brs). 

MS;453. 


11 


Ok 
(HCI) 


NMR(DMSO-d 6 ); 1 .50-1 .58(2H,m),1 .64-1 .71 (4H,m),2.8 

7(4H l t I J=4.9Hz),3.83(6H,s) I 6.73(1H,t,J=2.0Hz),7.24-7. 

30(3H,m),7.43(2H,t,J=7.8Hz),8.15(2H,d,J=7.8Hz) l 12.4 

4(1H,brs). 

MS;424. 


12 


k^k 
(HCI) 


NMR(DMSO-d 6 );2.83(3H,d,J=4.9Hz),3.16-3.35(6H,m), 

3.41-3.52(2H,m) l 3.84(6H,s),6.75(1H,t,J=2.4Hz) l 7.28-7. 

35(3H,m),7.46(2H l t,J=7.3Hz),8.14(2H,d,J=7.3Hz) l 11.3 

7(1H,brs),12.60(1H,brs). 

MS;439. 
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Ex 


R 
(Salt) 


Data 


13 


^■N^ | 
(HCI) 


NMR(DMSO-d 6 );1. 54-1 .66(2H,m),1. 83-1 .92(2H,m),2.7 
0-2.78(2H,m),3.04-3.14(2H,m),3.63-3.70(1H,m),3.83(6 
H,s),6.73(1 H,s),7.25-7.31 (3H,m),7.43(2H I t, J=7.8Hz),8. 
14(2H,d,J=7.8Hz),1 2.44(1 H.brs). 
MS;440. 


14 


(HCI) 


NMR(DMSO-ds); 1.21-1.31 (1 H,m), 1 .56-1 .68(1 H,m),1 .7 

1-1 .83(1 H,m),1 .85-1 .95(1 H,m),2.40-2.48(1 H,m),2.55-2. 

62(1H,m),2.95-3.23(1H,m),3.10-3.18(1H,m),3.64-3.73( 

1H,m),3.83(6H,s),6.74(1H l s),7.26-7.32(3H,m),7.43(2H, 

t,J=7.8Hz),8.13(2H,d l J=7.8Hz),12.45(1H,brs). 

MS;440. 


15 


(HCI) 


NMR(DMSO-d 6 );1 .41-1 .52(1 H,m),1 .60-1 .72(1 H,m),1 .7 

4-1 .82(1 H,m),1 .86-1 .95(1 H,m),2.52-2.63(2H,m),2.69-2. 

76(1H l m),3.03-3.10(1H,m),3.14-3.22(1H,m),3.83(6H I s) 

,6.47(2H,brs),6.73(1H > t > J=2.5Hz),7.26-7.31(3H I m) ) 7.43 

(2H,t,J=7.3Hz),8.12(2H,d,J=7.3Hz),12.47(1H,brs). 

MS;467. 


16 


(HCI) 


NMR(DMSO-d 6 );0.95(3H l t,J=6.8Hz),1.07(3H,t,J=6.8Hz 

),1 .43-1 .57(1 H,m),1 .73-1 .84(3H,m),2.60-2.72(2H,m) 1 2. 

86-2.95(1 H,m),2.99-3.06(1H I m),3.11-3.39(5H I in) I 3.83( 

6H,s),6.73(1H,t,J=2.5Hz),7.26-7.31(3H,m) l 744(2H l t l J= 

7.3Hz),8.15(2H,d,J=7.3Hz),12.47(1H > brs). 

MS;523. 


17 


(HCI) 


NMR(DMSO-d8);1.30(3H,t,J=6.8Hz),3.16-3.34(8H l m),3 

.51-3.60(2H,m),3.84(6H,s),6.75(1H,t,J=1.9Hz) I 7.24-7.3 

6(3H,m),7.46(2H,t,J=7.8Hz) I 8.13(2H,d l J=7.8Hz),11.00( 

1H,brs),12.60(1H,brs). 

MS;453. 


18 


nPr. ^ 
(HCI) 


NMR(DMSO-d 6 );0.94(3H l t,J=7.3Hz),1.71-1.83(2H,m),3 
.05-3.13(2H l m),3.13-3.31(6H I m),3.52-3.58(2H,m) I 3.84( 
6H,s),6.75(1 H,t, J=1 .9Hz),7.24-7.36(3H,m),7.45(2H,t,J= 
7.8Hz),8.13(2H,d,J=7.8Hz) > 11.25(1H,brs),12.59(1H,brs 

)• 

MS;467. 


19 


(HCI) 


NMR(DMSO-d 6 );1.66-1.82(2H,m),2.13-2.22(2H,m),2.4 

1-2.49(2H,m),3.01-3.13(2H,m),3.20-3.30(4H I m) l 3.39-3. 

44(2H,m),3.74-3.80(1 H,m),3.83(6H,s),7.30(1 H,t. J=2.4 

Hz),7.29-7.35(3H,m),7.47(2H,t,J=7.8Hz) l 8.12(2H I d,J=7 

.8Hz),11.65(1H,brs),12.59(1H > brs). 

MS;479. 
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OMe 



Ex 


R 

(Salt) 


Data 


20 


La ^ 

(HCI) 


NMR(DMSO-d 6 );1 .06-1 .1 8(1 H,m), 1 .21 -1 .34(2H,m), 1 .4 

1-1.53(2H,m),1.59-1.67(1H,m) l 1.81-1.90(2H > m) I 2.16-2. 

24(2H,m),3.17-3.41(7H,m),3.50-3.59(2H,m),3.83(6H l s) 

,6.75(1 H,t,J=1 .9Hz) I 7.27-7.35(3H,m),7.46(2H,t,J=7.8H 

z),8.12(2H I d,J=7.8Hz),11.10(1H,brs),12.59(1H,brs). 

MS;507. 


21 


(HCI) 


NMR(DMSO-d 8 );3.21-3.31(4H l m) l 3.50-3.59(4H,m),3.8 

4(6H,s),6.75(1H I t,J=1.9Hz),7.10-7.20(1H l m) > 7.28-7.34( 

3H,m) l 7.38-7.50(6H l m),8.20(2H,d,J=7.9Hz) l 12.56(1H, 

brs). 

MS;501. 


22 


(TO. 

(HCI) 


NMR(DMSO-d 6 );3.22-3.40(8H,m),3.83(6H,s),4.42(2H I d 

,J=4.4Hz),6.75(1H,t,J=2.4Hz),7.27-7.36(3H,m),7.41-7. 

50(5H,m),7.66-7.72(2H,m) l 8.12(2H,d l J=7.3Hz),11.38(1 

H,brs),12.59(1H,brs). 

MS;515. 


23 


(HCI) 


NMR(DMSO-d 6 );3.20-3.43(1 1 H,m),3.54-3.61 (2H,m),3.7 

6-3.81 (2H,m),3.83(6H,s),6.75(1 H,t, J=1 .9Hz),7.28-7.36( 

3H,m) > 7.46(2H,t,J=7.8Hz) l 8.13(2H,d,J=7.8Hz),11.11(1 

H,brs).12.59(1H,brs). 

MS;483. 


24 


PhO^ N ^ 
(HCI) 


NMR(DMSO-d 6 );3.24-3.32(4H,m) l 3.39-3.50(2H,m),3.6 
2-3 71 (4H m) 3 84(6H s),4.49(2H,t,J=4.9Hz),6.75(1H,t, 
J=2.4Hz),6.98-7.06(3H,m),7.29-7.37(5H,m),7.46(2H,t,J 
=7.8Hz) l 8.15(2H,d,J=7.8Hz),11.50(1H,brs) ) 12..59(1H,b 
rs). 

MS;545. J 


! 25 


(HCI) 


NMR(DMSO-d 6 );1.83-2.05(6H l m),2.11-2.19(2H,m) I 2.70 

(2H I t,J=10.3Hz),3.01-3.11(2H,m) l 3.20-3.31(3H > m),3.47 

-3.56(2H,m),3.83(6H I s),6.74(1 H,t, J=1 .9Hz),7.28-7.33(3 

H,m),7.44(2H,t,J=7.8Hz),8.13(2H,d,J=7.8Hz),11.16(1H, 

brs),12.51(1H,brs). 

MS;493. 


26 


(HCI) 


NMR(DMSO-d 8 ); 1 .32-1 .50(1 H,m), 1 .68-1 .76(1 H,m), 1 .7 
7-1.99(6H,m),2.06-2.25(2H,m),2.74(2H,t,J=11.2Hz),2.8 
7-3.00(2H,m) l 3.22-3.36(3H,m),3.41-3.49(2H,m),3.83(6 
H,s) I 6.74(1H I t I J=2.4Hz),7.27-7.33(3H,m),7.44(2H,t l J=7 
.3Hz),8.1 1 (2H,d, J=7.3Hz), 1 0.52(1 H,brs),1 2.51 (1 H.brs). 
MS;507. 
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(*6«*) 




Ex 


R 
(Salt) 


Data 


27 


a 

(HCI) 


NMR(DMSO-d 8 );1 .60-1 .74(8H,m),3.14(4H,brs),3.87(6H 

,s),6.73(1H,s),7.24-7.32(3H,m),7.71(2H,t,J=6.8Hz),8.0 

1(2H,d,J=6.8Hz),12.39(1H,brs). 

MS;438. 


28 


Me-N 

(HCI) 


NMR(DMSO-d 6 );2.02-2.1 3(1 H,m),2.1 6-2.29(1 H,m),2.8 

0(3H,d,J=4.9Hz),3,19-3.35(5H > m),3.40-3.55(2H,m),3.5 

9-3.65(1 H,m),3.84(6H,s),6.74(1H,t l J=2.0Hz),7.28-7.34( 

3H,m),7.48(2H,t l J=7.4Hz),8.00(2H,d,J=7.4Hz),11.37(1 

H,brs),12.51(1H,brs). 

MS;453. 


(*7) 

Ovl^s H OMe 
OMe 


Ex 


R 
(Salt) 


Data 


29 


or 

(HCI) 


NMR(DMSO-d 6 ); 1. 56-1 .64(2H,m), 1.73-1. 81 (4H,m),3.0 

0(4H l t,J=4.9Hz),3.84(6H,s) I 6.76(1H,t,J=19Hz),7.29(2 

H,d l J=1.9Hz),8.47(2H I d,J=6.3Hz) > 8.88(2H,d,J=6.3Hz), 

12.71 (1H,s). 

MS;425. 

mp;264-265(decomposed). 


30 


0" 

(HCI) 


NMR(DMSO-d 6 ); 1 .53-1 .62(2H,m),1 .70-1 .78(4H,m),2.9 

3(4H,t,J=4.4Hz),3.84(6H,s),6.75(1H,t,J=2.0Hz) > 7.29(2 

H,d l J=2.0Hz) l 8.10(1H,dd > J=5.8Hz ) 8.3Hz),8.82(1H,d,J= 

5.8Hz),9.03(1H > d l J=8.3Hz),9.38(1H,s) l 12.69(1H,s). 

MS;425. 


31 


(HCI) 


NMR(DMSO-de); 1 .54-1 .62(2H,m), 1 .71-1 .80(4H,m),3.0 
4(4H,t,J=4.9Hz),3.84(6H,s) I 6.77(1H.t l J=2.0Hz),7.27(2 
H,d,J=2.0Hz) > 7.81(1H l t l J=5.4Hz),8.43(1H,d,J=8.3Hz),8 
.55(1 H,t,J=8.3Hz),8.82(1 H,d, J=5.4Hz), 1 2.70(1 H.brs). 
MS.425. 
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31 

(MS) . 



VN v s H OMe 
OMe 



Ex 


R 
(Salt) 


Data 


32 


(HCI) 


NMR(DMSO-d 6 ); 1 .04-1 . 1 9(1 H,m), 1 .21 -1 .34(2H,m), 1 .4 
0-1 .53(2H,m), 1 .58-1 .68(1 H,m), 1 .80-1 .89(2H,m),2. 1 5-2. 
24(2H,m),3.14-3.36(7H,m),3.49-3.57(2H,m),3.83(6H,s) 
,6.74(1 H,t,J=1 .9Hz),6.85(2H,d, J=8.8Hz),7.29(2H,d,J=1 
.9Hz),7.94(2H,d,J=8.8Hz),11.05(1H,brs) I 12.52(1H,brs). 
MS;523. 


33 


OH 
(HCI) 


NMR(DMSO-d 6 );1.05-1.19(1H,m),1.20-1.35(2H,m),1.3 

9-1 .54(2H,m), 1 .57-1 .68(1 H,m), 1 .80-1 .89(2H,m),2. 1 5-2. 

25(2H,m),3.19-3.39(7H,m),3.49-3.59(2H,m),3.83(6H,s) 

,6.70(1 H,dd,J=1 .5Hz,7.8Hz),6.74(1 H.t, J=2.4Hz),7.23(1 

H,t,J=7.8Hz) l 7.29(2H,d l J=2.4Hz) l 7.54(1H,d > J=7.8Hz),7 

.68(1H,t,J=1.5Hz),10.83(1H,brs) l 12.55(1H l brs). 

MS;523. 


34 


(HCI) 


NMR(DMSO-d 6 );1 .09-1 . 1 8(1 H.m), 1 .20-1 .35(2H,m),1 .4 

1-1 .54(2H,m), 1 .58-1 .68(1 H,m), 1 .80-1 .91 (2H,m),2. 14-2. 

26(2H,m),3.19-3.38(7H,m),3.51-3.57(2H,m),3.84(6H,s) 

,6.75(1 H,t,J=1 .9Hz),7.24-7.31 (4H,m),8.1 3-8.20(2H,m), 

11.15(1H,brs),12.60(1H,brs). 

MS;525. 


35 


gr 

F 

(HCI) 


NMR(DMSO-d 8 );1 .05-1 . 1 9(1 H,m), 1 .20-1 .38(2H,m),1 .4 
1-1 .54(2H,m), 1 .57-1 .68(1 H.m), 1 .80-1 .91 (2H,m),2. 14-2. 
25(2H,m),3.18-3.41(7H,m),3.51-3.62(2H,m),3.83(6H,s) 
,6.75(1 H,t,J=2.0Hz),7.1 6(1 H,dt,J=2.0Hz,8.8Hz),7.29(2 
H,d,J=2.0Hz),7.50(1H,dd,J=8.8Hz,13.1Hz),7.86(1H,d,J 
=1 3. 1 Hz),8.01 (1 H,d,J=8.8Hz), 1 1 .07(1 H,brs),1 2.60(1 H, 
brs). 
MS;525. 


36 


oc F 

(HCI) 


NMR(DMSO-d 6 );1. 05-1. 14(1 H,m),1. 16-1 .30(2H,m),1. 3 

1-1 .46(2H,m),1 .56-1 .64(1 H,m),1 .77-1 .85(2H,m),2.06-2. 

15(2H l m),2.93-3.04(2H,m),3.12-3.22(3H,m),3.23-3.33( 

2H,m),3.43-3.51 (2H,m),3.83(6H,s),6.74(1 H,t, J=2.0Hz), 

7.25-7.32(4H,m),7.41 -7.48(1 H,m),7.61 (1 H,dt,J=2.0Hz, 

7.4Hz),10.74(1H,brs),12.64(1H,brs). 

MS;525. 
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Ex 


Ar 
(Salt) 


Data 


37 


OMe 
(HCl) 


NMR(DMSO-d 8 ); 1 .05-1 . 1 9(1 H,m),1 .23-1 .35(2H,m), 1 .4 

1-1.54(2H,m),1.58-1.67(1H,m),1.82-1.92(2H,m),2.18-2. 

24(2H,m),3.18-3.39(7H,m),3.51-3.36(2H,m),3.93(3H l s) 

,7.33(1 H,t, J=7.3Hz),7.42-7.49(3H,m),7.55(1 H.dd, J=1 .5 

Hz,5.4Hz),8.11 (2H,d,J=7.3Hz),8.37(1 H,d,J=5.4Hz), 11 . 

03(1H,brs),12.84(1H,brs). 

MS;478. 


38 


-O~ 0Ac 

(HCl) 


NMR;1.07-1.19(1H l m),1.21-1.35(2H,m),1.38-1.54(2H, 
m),1 .58-1 .68(1 H,m),1 .80-1 .89(2H,m),2.1 5-2.23(2H,m), 
2.32(3H,s),3.17-3.37(7H l m),3.51-3.58(2H I m),7.29-7.35 
(3H,m),7.46(2H l t,J=7.3Hz) I 8.12(2H,dd,J=1.5Hz l 8.3Hz), 
8.1 5(2H,dd, J=1 .5Hz,8.3Hz),1 0.90(1 H,s), 1 2.62(1 H,s). 
MS;505. 

mp;241 -244(decomposed). 
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(*9) 

Q 



«10) 



Ex 


R 
(Salt) 


Data 


39 


QT 

OH 
(HCl) 


NMR(DMSO-d 6 );1.02-1.19(1H,m),1.20-1.35(2H,m) l 1.4 

1-1.54(2H,m),1.57-1.68(1H,m),1.77-1.91(2H,m),2.15-2. 

24(2H,m),3.20-3.38(7H,m),3.53-3.59(2H,m),3.93(3H,s) 

,6.71 (1 H.dd, J=1 .9Hz,8.3Hz),7.23(1 H.t, J=8.3Hz),7.45(1 

H ) s),7.51-7.56(2H l m) I 7.67(1H l brs),8.37(1H,d,J=5.4Hz) 

,1 0.85(1 H,brs),1 2.80(1 H.brs). 

MS;494. 
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*%mmik<o%&& bvx&mt-kzjjm* * fc r. *i e> ©as 

No : fl5<Mfe#*\ 

R\ R\ At : — jK^t'f ©flBME (cPent : *st n^^/U, cHex : V* 
/V, cHep: v'^n^T'^vK nBu : //W/V:/^7l\ nHex : //W/W^>vK 
iPr : -f yT'n fcVK tBu : ^ U tV^A', Mor : ^/U* y V-4->f /V, pipa : 

^i?^, pipe : Py : t° y di : ^ 0 ft*5* fi&S<DftJ 

©«[*tt«WWIS:*t. *oT, #Jx.fc£2-MeO-4-Py te2-^ h*i/tT!J 2^-4- 
>f /Hfc, 3,5-diMeO-Ph it 3,5- v 5 ^ ^->7i^, 4-cHex-l-pipa fi P 

(*1 1) 



R ^N ^ 



No 


R 1 


R< 


Ar 


A1 


4-F-Ph 


Mor 


3,5-diMeO-Ph 


A2 


3-Cl-Ph 


Mor 


3,5-diMeO-Ph 


A3 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diMeO-Ph 


A4 


4-F-Ph 


Mor 


3,5-diF-Ph 


A5 


3-Cl-Ph 


Mor 


3,5-diF-Ph 


A6 


4-F-Ph 


4-cHex-l-pipa 


3,5-diF-Ph 


A7 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diF-Ph 


A8 


4-F-Ph 


Mor 


2-Cl-6-MeO-4-Py 


A9 


3-Cl-Ph 


Mor 


2-Cl-6-MeO-4-Py 


A10 


4-F-Ph 


4-cHex-l-pipa 


2-Cl-6-MeO-4-Py 


A11 


3-Cl-Ph 


4-cHex-l-pipa 


2-Cl-6-MeO-4-Py 


A12 


4-F-Ph 


Mor 


2-MeO-6-Me-4-Py 


A13 


3-Cl-Ph 


Mor 


2-MeO-6-Me-4-Py 


A14 


4-F-Ph 


•4-cHex-l-pipa 


2-MeO-6-Me-4-Py 


A15 


3-Cl-Ph 


4-cHex-l-pipa 


2-MeO-6-Me-4-Py 
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(*1 

R SiVH 

R N >/ 



No 


R 1 




Ar 


A16 


4-F-Ph 


Mor ! 


2,6-diMeO-4-Py 


A17 


3-Cl-Ph 


Mor 


2 s 6-diMeO-4-Py 


A18 


4-F-Ph 


4-cHex-l-pipa 


2,6-diMeO-4-Py 


A19 


3-Cl-Ph 


4-cHex-l-pipa 


2,6-diMeO-4-Py 


A20 


4-F-Ph 


Mor 


2-MeO-4-Py 


A21 


3-Cl-Ph 


Mor 


2-MeO-4-Py 


A22 


3-Cl-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A23 


4-F-Ph 


Mor 


3-F-4-HO-Ph 


A24 


3-Cl-Ph 


Mor 


3-F-4-HO-Ph 


A25 • 


4-F-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph i 


A26 


3-Cl-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A27 


4-F-Ph 


Mor 


3-Cl-4-HO-Ph 


A28 


3-Cl-Ph 


Mor 


3-Cl-4-HO-Ph 


A29 


3-Cl-Ph 


4-cHex-l-pipa 


3-Cl-4-HO-Ph 


A30 


4-F-Ph 


Mor 


3-Br-4-HO-Ph 


A31 


3-Cl-Ph 


Mor 


3-Br-4-HO-Ph 


A32 


4-F-Ph 


4-cHex-l-pipa 


3-Br-4-HO-Ph 


A33 


3-Cl-Ph 


4-cHex-l-pipa 


3-Br-4-HO-Ph 


A34 


4-F-Ph 


Mor 


3,5-diF-4-HO-Ph 


A35 


3-Cl-Ph 


Mor 


3,5-diF-4-HO-Ph 


A36 


4-F-Ph 


4-cHex-l-pipa 


3,5-diF-4-HO-Ph 


A37 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diF-4-HO-Ph 


A38 


4-F-Ph 


Mor 


3,5-diCl-4-HO-Ph 


A39 


3-Cl-Ph 


Mor 


3,5-diCl-4-HO-Ph 


A40 


4-F-Ph 


4-cHex-l-pipa 


3,5-diCl-4-HO-Ph ! 


A41 


3-Cl-Ph 


4-cHex-l-pipa 


3,5-diCl-4-HO-Ph 


A42 


4-F-Ph 


Mor 


4-AcO-3-F-Ph 


A43 


3-Cl-Ph 


Mor 


4-AcO-3-F-Ph 


A44 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-F-Ph 


A45 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-F-Ph 


A46 


4-F-Ph 


Mor 


4-AcO-3-Cl-Ph 


A47 


3-Cl-Ph 


Mor 


4-AcO-3-Cl-Ph 


A48 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-Cl-Ph 


A49 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-Cl-Ph 


A50 


4-F-Ph 


Mor 


4-AcO-3-Br-Ph 


A51 


3-Cl-Ph 


Mor 


4-AcO-3-Br-Ph 


A52 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3-Br-Ph 


A53 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3-Br-Ph 


A54 


4-F-Ph 


Mor 


4-AcO-3,5-diF-Ph 


A55 


3-Cl-Ph 


T Mor 


4-AcO-3,5-diF-Ph 
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R N-S H 
r 1 N >-Ar 



No 


R 1 


R* 


Ar 


A56 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diF-Ph 


A57 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diF-Ph 


A58 


4-F-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A59 


3-Cl-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A60 


4-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A61 


3-Cl-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A62 


3-F-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A63 


3-F-Ph 


Mor 


2-MeO-4-Py 


A64 


3-F-Ph 


Mor 


3-F-4-HO-Ph 1 


A65 


3-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A66 


3-F-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A67 


3-F-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A68 


3-Br-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A69 


3-Br-Ph 


Mor 


2-MeO-4-Py 


A70 


3-Br-Ph 


Mor 


3-F-4-HO-Ph 


A71 


3-Br-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A72 


3-Br-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A73 


3-Br-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph i 


A74 


3-Me-Ph 


Mor 


4-AcO-3,5-diCl-Ph | 


A75 


3-Me-Ph 


Mor 


2-MeCM-Py 


A76 


3-Me-Ph 


Mor 


3-F-4-HO-Ph 


A77 


3-Me-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A78 


3-Me-Ph 


4-cHex-l-pipa 


L 2-MeO-4-Py 


A79 


3-Me-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A80 


3-tBu-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A81 


3-tBu-Ph 


Mor 


2-MeO-4-Py 


A82 


3-tBu-Ph 


Mor 


3-F-4-HO-Ph 


A83 


3-tBu-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A84 


3-tBu-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A85 


3-tBu-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A86 


3,4-diF-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A87 


3,4-diF-Ph 


Mor 


2-MeO-4-Py 


A88 


3,4-diF-Ph 


Mor 


3-F-4-HO-Ph 


A89 


3,4-diF-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 


A90 


3,4-diF-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A91 


3,4-diF-Ph 


4-cHex-l-pipa 


3-F-4-HOPh ! 


A92 


3-Cl-4-F-Ph 


Mor 


4-AcO-3,5-diCl-Ph 


A93 


3-Cl-4-F-Ph 


Mor 


2-MeO-4-Py 


A94 


3-Cl-4-F-Ph 


Mor 


3_F-4-HO-Ph 


A95 | 3-Cl-4-F-Ph 


4-cHex-l-pipa 


4-AcO-3,5-diCl-Ph 
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mi im) 



"ScH. 

O 



No 


R 1 




Ar 


A96 


3-Cl-4-F-Ph 


4-cHex-l-pipa 


2-MeO-4-Py 


A97 


3-Cl-4-F-Ph 


4-cHex-l-pipa 


3-F-4-HO-Ph 


A98 


3-Cl-Ph 


thiomorpholin-4-yl 


4-AcO-3,5-diCl-Ph 


A99 


3-Cl-Ph 


thiomorpholin-4-yl 


2-MeO-4-Py 


A100 


3-Cl-Ph 


thiomorpholin-4-yl 


3-F-4-HO-Ph 


A101 


4-F-Ph 


thiomorpholin-4-yl 


4-AcO-3,5-diCl-Ph 


A102 


4-F-Ph 


thiomorpholin-4-yl 


2-MeO-4-Py 


A103 


4-F-Ph 


thiomorpholin-4-yl 


3-F-4-HO-Ph 


A104 


3-Cl-Ph 


1-pipe 


4-AcO-3,5-diCl-Ph 


A105 


3-Cl-Ph 


1-pipe 


2-MeO-4-Py 


A106 


3-Cl-Ph 


1-pipe 


3-F-4-HO-Ph 1 


A107 


4-F-Ph 


1-pipe 


4-AcO-3,5-diCl-Ph 


A108 


4-F-Ph 


1-pipe 


2-MeO-4-Py 


A109 


4-F-Ph 


1-pipe 


3-F-4-HO-Ph 


A110 


3-Cl-Ph 


4-Ph-l-pipa 


4-AcO-3,5-diCl-Ph 


A111 


3-Cl-Ph 


4-Ph-l-pipa 


2-MeO-4-Py 


A112 


3-Cl-Ph 


4-Ph-l-pipa 


3-F-4-HO-Ph 


A113 


4-F-Ph 


4-Ph-l-pipa 


4-AcO-3,5-diCl-Ph 


A114 


4-F-Ph 


4-Ph-l-pipa 


2-MeO-4-Py 


A115 


4-F-Ph 


4-Ph-l-pipa 


3-F-4-HO-Ph 


A116 


3-Cl-Ph 


4-(2-Py)-l-pipa 


4-AcO-3,5-diCl-Ph 


A117 


I 3-Cl-Ph 


4-(2-Py>l-pipa 


2-MeO-4-Py 


A118 


! 3-Cl-Ph 


4-(2-Py)-l-pipa 


3-F-4-HO-Ph 


A119 


4-F-Ph 


4-(2-Py>l-pipa 


4-AcO-3,5-diCl-Ph 


A120 


4-F-Ph 


4-(2-Py>l-pipa 


2-MeO-4-Py 


A121 


4-F-Ph 


4-(2-Py)-l-pipa 


3-F-4-HO-Ph 


A122 


3-Cl-Ph 


4-nPr-l-pipa 


4-AcO-3,5-diCl-Ph 


A123 


3-Cl-Ph 


4-nPr-l-pipa 


2-MeO-4-Py 


A124 


3-Cl-Ph 


4-nPr-l-pipa 


3-F-4-HO-Ph 


A125 


4-F-Ph 


4-nPr-l-pipa 


4-AcO-3,5-diCl-Ph 


A126 


4-F-Ph 


4-nPr-l-pipa 


2-MeO-4-Py 


A127 


4-F-Ph 


4-nPr-l-pipa 


3-F-4-HO-Ph 


A128 


3-Cl-Ph 


4-MeOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph 


A129 


3-Cl-Ph 


4-MeOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 


A130 


3-Cl-Ph 


4-MeOCH 2 CH 2 -l-pipa 


3-F-4-HO-Ph 


A131 


4-F-Ph 


4-MeOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph 


A132 


4-F-Ph 


4-MeOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 
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(SEl'llffit) 
R V S s H 



No 


R 1 


R z 


Ar 


A133 


4-F-Ph 


4-MeOCH 2 CH 2 -l-pipa 


3-F-4-HO-Ph 


A134 


3-Cl-Ph 


4-PhOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph 


A135 


3-Cl-Ph 


4-PhOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 


A136 


3-Cl-Ph 


4-PhOCH 2 CH 2 -l-pipa 


3-F-4-HO-Ph 


A137 


4-F-Ph 


4-PhOCH 2 CH 2 -l-pipa 


4-AcO-3,5-diCl-Ph 


A138 


4-F-Ph 


4-PhOCH 2 CH 2 -l-pipa 


2-MeO-4-Py 


A139 


4-F-Ph 


4-PhOCH 2 CH 2 -l-pipa 


3-F-4-HO-Ph 


A140 


3-Cl-Ph 


4-cHex-homopiperazin-l-yl 


4-AcO-3,5-diCl-Ph 


A141 


3-Cl-Ph 


4-cHex-homopiperazin- 1 -y 1 


2-MeO-4-Py 


A142 


3-Cl-Ph 


4-cHex-homopiperazin-l -yl 


3-F-4-HO-Ph 


A143 


4-F-Ph 


4-cHex-homopiperazin- 1 -y 1 


4-AcO-3,5-diCl-Ph 


A144 


4-F-Ph 


4-cHex-homopiperazin- 1 -yl 


2-MeO-4-Py 


A145 


4-F-Ph 


4-cHex-homopiperazin- 1 -y 1 


3-F-4-HO-Ph i 


A146 


4-Cl-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A147 


4-Me-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A148 


4-MeO-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A149 


4-Et02C-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A150 


2,4-diF-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A151 


3,5-diF-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A152 


3,4-diCl-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A153 


I 3-MeO-Ph 


cHex-l-pipa 


2-MeO-4-Py 


A154 


4-F-Ph 


4-(3-Py)-l-pipa 


2-MeO-4-Py 


A155 


4-F-Ph 


4-(4-Py)-l-pipa 


2-MeO-4-Py 


A156 


4-F-Ph 


4-nBu-l-pipa 


2-MeO-4-Py 


A157 


4-F-Ph 


4-nHex-l-pipa 


2-MeO-4-Py 


A158 


4-F-Ph 


4-Et-l-pipa 


2-MeO-4-Py 


A159 


4-F-Ph 


4-iPr-l-pipa 


2-MeO-4-Py 


A160 


! 4-F-Ph 


4-cPent-l-pipa 


2-MeO-4-Py 


A161 


4-F-Ph 


4-cHep-l-pipa 


2-MeO-4-Py 


A162 


4-F-Ph 


3-( 1 -pipe)-pyrrolidin-l -yl 


1 2-MeO-4-Py 


A163 


4-F-Ph 


4-cHex-l-pipa 


3-MeO-4-Me-Ph 


A164 


4-F-Ph 


4-cHex-l-pipa 


3-HO-Ph I 


A165 


4-F-Ph 


4-cHex-l-pipa 


3-MeO-Ph 


A166 


4-F-Ph 


4-cHex-l-pipa 


3-F-4-Me-Ph 


A167 


4-F-Ph 


4-cHex-l-pipa 


3-F-4-MeO-Ph 


A168 


4-F-Ph 


4-cHex-l-pipa 


2,5-diF^MeO-Ph 


A169 


4-F-Ph 


4-cHex-l-pipa 


2,3-diF-4-MeO-Ph 


A170 


4-F-Ph 


4-cHex-l-pipa 


| 5-Cl-6-MeO-3-Py 
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